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1. Method for acquiring binding structure(s) against a target structure by 
"means of a first library of binding structure(s) linked to genetic and/or other 
identifying information, characterized by the steps of 



(a) reacting the first librarjr with the displayed target structure to bind some 
of the binding structures to\the displayed target structure; 

(b) separating the dispiayed\target structure and bousd^binding structures 
from unbound binding structures; 




10 (c) recovering bound or unbound binding structures; and 



(d) amplifying boun d oi ^nbou nd^binding structures to create a second en- 
riched library of binding structures; 

the displayed target structure being displayed in vivo and/or in situ. 



is 2. Method as claimed in claim l t characterized in that the steps 
(a) througl\(c) are repeated. 




Method^s claimed in claim 1, characterized in that the steps 
(a) through (d\ are repeated. 




JVIethod as claimed in any^Tciaims 1 -3 , characterized in that 
monocior^ j ^nogenob s, iiiiiform ^^^r^ottier binding 

structures are isolated and/or amplified from the second, or third, or fourth 



^e 



etcjenriched library. 
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'57— Me 
t the binding stru 
peptide(s), or orga 



/l/alt^l . j . , 

irT criy of claims! 4, chara cteri zed in that 

comp>pse(s) monoclonal antibody(ies), protein(s) f 

entity(ies). 
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6. Method as chjifrfed in an y pr e ceding claim ; characterized in 
at the displaced target structure includes previously uncharacterized 
purified and/or unknown molecules. 



^^-^^Method as claimed in ati y pfieeifing claim , characterized in 
thatdi!"di§Dlayed target structure is expressed as an authentic phenotypic 
epitope. 



10 



8. -^^iVJethod as claimeaii^ai ^ preced i ng claim? characterized in 
that the displl}ted4a^get structure is obtained^ within a set of target 
structures representin^€j^4^£fr^^ in situ phenotype> 



9\ Method as claimed in claim 8, characterized in that the 

autn^nt ic-in vivo and/or in situ phenotype is the result of a physiological 

rs. processv a pathological process, a cell and/or tissue development and 
<\\ jaifferentr^tion, or a drug response, or a naturally occurring degradation 

1 0. Method asVlaimed in claim 9, characterized in that the patho- 
20 logical process is an inflammation, a secondary tumor deposit, or tumor vas- 
culature, 

L Method as claimed in claim 1, characterized in that the dis- 
ptayea s ta^get structure -i^<>lji3i^ed- wit-hin- a-se-t of desired displayed target 
25 structures. 



12. Method as claimepln^laim 1 SH-^T^ch aracterized in that 
bound structures are recovered 



30 13. Method as claimed in claim 1 
bound structures are recovered. 



FLc haracterized in that un- 



WO 98/34110 



27 



PCT/SE98/00083 



Method as claimed in claim 1, characterized in that the dis- 
played target structure is obtained within a set of undesired displayed target 
structure 



15. Method asHaimed in claim 1 orT^Tc haracterized in that 
bound structures^arevrecovered. 
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1 6. Method as claimed in claim 1 or-iC characterized in that un- 
bound structures are recoverec 
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17. Method as claimed in claim 7 orSTc h a r a c t e r i z e d in that the set 
of displayed target structures are target structures from a whole cell. 



\^V^18. MethodVs claimed in claim 7,erlC characterized in that the 
iisplayed target structure is located in a cell surface. 

1 9. Method as claimed in claim 7 oflCc haracterized in that the 
displayed target structure is located intracellular^ of a cell surface. 



20. Method as claimed in claim 7-erSTc haracterized in that the 
displayed target structure is located extracellularly of a cell surface. 



21. Method as claimed m claim 7ef1$T chara cterized in that-the 
25 displayed target structure is located intranuclear of a nuclear membrane. 



,^<^v227"Svle^^ claimed in claim 7 ertfTc haracterized in that the 

^ displayed targeTstRicture comprises the whole and/or a portion and/or a set 
of (an) antigen(s), (an) eprtcip<sY (a) ligand(s), (a) receptor(s), (an) adhesion 
30 molecule(s). (a) matrix molecule(s)>n4/or (a) matrix associated molecule(s). 
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Method as claimed in claim 1, characterized in that the dis- 
target structure is based on protein, carbohydrate, nucleic acid, or 



» x : 



lethod as claimed in claim 8-er9Tc haracterized in that the 



/ authentic m>«ioand/qr in situ phenotype authentic is obtained from tissue 
sections by a histologteattechnique. 
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25. \ Method as claimed in claim 24, characterized in that the histo- 
logical technique comprises freezing and/or fixation, and sectioning of a 
tissue sample. 



Method as claimed in claim 24, characterized in that the tissue 
tions are pre-treated with enzyme or by chemical means. 

27. Method fes claimed in claim 26, characterized in that the en- 
zyme pre-trearment is performed with a protease and/or a polysaccharase 
and/or ribonuclaase, and/or nuclease. 



20 28. Me 
authent 




as claimed in claim 8 er3T characterized in that the 
ivo and/or in situ phenotype is obtained from body fluids. 



Method^s-xlaimed in claim 28, characterized in that the body 
lids cotfiprise blood, suspension of bone marrow, lymph, sperm, cereb.ro-.. 
sgnlal fluid, or secretions from cells. 



30. MethofiJ as claimed in claim 29, characterized in that the 
secretions aj^-secreted actively. 



30 31 . Method aJr^Iaimed in claim 30, characterized in that the 
secretions conta\n cytokines. 
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idaimed in claim 29, characterized in that the 
ecreted : passiyely._ 



33. 



?thod as claimed in claim 28, characterized in that the 



authentic in vivo and/or in situ phenotype is represented by suspended cells 
from a tissue, or a body fluid, or such cells pelleted. 



i=Fb 



34. Method as claimed in claim 8 or9f characterized in that the 
10 displayed takget structure is a molecule released from cells. 



35. Method a\ claimed in claim 34, characterized in that cells are 
tumor cells. 




36. Method as claimed in claim 34 c h aracterized in that the 

molecule is releasee! actively. 
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37. Method as claimed in claim 34 ©F-35T characterized in that the 
molecule is released passively. 



38. Method as claimed in claim ^characterized in that the first 
library is a^naive, synthetia or semi-synthetic antibody library. 



^naive, 



39. Method as claimed in claim 1; char a c f e r i zed " in that the first 
25 library is a combinatorial andrar preselected library. 



40. Method as claimed in claini39 ( characterized in that the 
combinatorial and/or preselectedMibrary is a library produced by immuniza- 
tion against one or more displayed\target structures. 
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42. - Method as claim 
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ciairrled in claim 39, characterized in that the com- 
preselected library is a chemical library. 



id in claim 1 1 char a c t e r i z e d - in that the 



5 acquirement of bindiiig structures comprises identifying, producing, 
characterizing, selecting, enriching, or defining such structures. 

43, Method as claimeld in ai^/p^reccding clai m, characterized in 
that the amplification of bound binding structures comprises synthesis in 
growing bacterial cells,iPCR synthesis, and chemical synthesis. 

4A. Method as claimed in claim 1, characterized in that the linkage 
/oetween binding structure(s) and genetic and/or other identifying informa- 
tion comprises coded beads or polysomes. 

15 



45. Method as claimed ip claim 1, characterized in that the linkage 
between binding structure(s) and genetic and/or other identifying informa- 
tion comprises particles of a filamentous phage or of any other virus. 



20 46. Method as claimed inlclaim 45, characterized in that the fila- 
mentous phage is bacteriophage Ml 3. 



47. Method as claimed in claim 1, characterized in that the 
.... recovering of bound binding^tructures comprises a cleavage. 

25 

48.— Method as claimed in clAim 47, characterized - in that the 

cleavage site maintains the amplification ability. 

49. Method as claimed in anyfof claims 45-48; characterized in 
30 that the cleavage site is between the binding structure and a phage protein. 



WO 98/34110 



PCT/SE98/00083 



31 

50. Method as claimed in claim 49, characterized in that the phage 
protein is the minpr coat protein pill. 



51. Method as claimed in claim 47, characterized in that the 
5 cleavage site is a racpgnition_site for a protease. _ _ 




52. Method as claimed in- any ofclauns 47-517 characterized.^ m n 

0 j \ _ t$e$j;t>4A:iJ 

[ff^s that the cleavage sit^ is Ala -Ala-His-l yr and the protease is Alao4-subtihsi^. 

53. Method as clairrled in any uf claims 47-51? characterized in 
that the^cleavage site \sJIe-Glu-Gly-Arg and the protease is blood clotting 



actor , 



54. Method as claimed in claim ^characterized in that the re- 
15 covery of bound bindin^structures is effected by means of a chemically 
based elution. 
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55. Method as claimed in\claim 54, characterized in that the elu- 
tion is performed with an acid or alkaline solution, such as triethylamine. 

56. Method as claimed in claim 6 t characterized in that the anti- 
body is the scFvC21 5 antibody fragment. 



57. 'Method as claimed in claiiti 7, characterized in thatthe dis- 
25 played target structure is the epitope on GA733-2 epithelial glycoprotein 

expressed in colorectal carcinom\ 

58. Binding Structures produced as claimed in dd^uT{A<xm\± 1-57; 



30 59. The sec 
obtained by tft 




hird t or fourth^ eryiched library of binding structures 
thod as claimed in a aims l jS . 



